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[ mm i ] *mmm&mmt u ^ y 

1 7RIfMM3r^ L. ( B ) % t>tiftiB&fo& 



mm&ft hxmzmx-fh z k t «t o ism*" y v 
-swiiJL, ^lt (c) gggts^tfyv-s 

msm] ^y^yx^yy^^yh^^t-i. 
7n7?3*y?^\ Tie^ ( i ) ifc(± ( 1 1 ) 



R 1 -(0CH 2 CH 2 ^fL 1 



( (C0CHNH) x -(C0CHNH)y^-R 2 
CH2COOR CH 2 C00CH 2 / 



CD 



R 3 fOCH 2 CH 2 ^rL 2 



((NHCHCO) x -(NHCHCO)y^-R 4 



CH 2 C00R CH 2 C00CH 2 



O 



(ID 



«7;Mr;«&aU 

R 2 (4**ir7\ «S3nfcL<(i^ffi^c l ~ 29 Jill5gi 

(47 'J -/t-#;l^-^«£fi L . 
R 4 i47j«, iafttt<i4^I^C 1 -3oliiS^* 

Li (4, -NH-, -0-f3j;(/'-OCO-Z-NH- 

(zzx\ zuc^Tiv^uymx-ht) frbK&m 

L 2 i4. -OCO-Z-CO-fciV'-NHCO-Z- 

co- (<rdT\ z{4c 1 - 4 7/^^yS-e&&) <osi 

Rt4, *«M^^^(4iaWt L<i4^IS«^C 1 ~3oBi 
n (44-2 5 0 0?)Sire£>D. 



3oo>£< ffifre#) l J rtTx^it; Htu* 

y r A *\ i £(47n -y 9 LT 

5 i fc i ] -c^s^s , if*3i 1 mmcommij 
m. 

im&3] ^y^yxf-i^y-fe^yh^^rri, 

0 -ca § *\ $> § v m x i v y m Lfc&mt thiz 
* sit $m 1 * fci± 2 m&comwtm, 

1 1**114 ] *If^tt3g«*K RN5500, * * V 
[»I5] TISxt ( I ) ifc(4 (II) 

[fb2] 



R 1 <0CH 2 CH 2 ) r Li - ((COCHNH) x .(COCHNH)y^-R 



CH2COOR 



CH 2 C00CH 2 ^^> 



(I) 



R zt 0CH 2 CH z -)rr L 2 - ( (NHCHC0) x • (NHCHCO)y^- R 4 



CIi,C00R CH 2 C00CH 2 < 



(ID 



[±fe#iWRi/Hm 3 (4, ^tim*«JS^S^i4 
^;^-;«i^(47y-^^;^-;^^^L, 

r 4 i47j<s*. mrnhKummcoc^^mt 



Lj (4. -NH-. -O-fcM-OCO-Z-NH- 
L 2 f4. -OCO-Z-CO-t5itX-NHCO-Z- 

co- (zzx\ zuc^T^i/yMTht) em 
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n{44 ~ 2 5 0 0 (KWkX'fo 0 , 

Jjififi, ^ix^m^'fc {jfc#£t£*g£fc(±, -fix 
<f*i7 >^t#St54\ 2 £J27n -y y* S- JfM LT 
#?£t£ - t tfTZ & ] T"S§:?l£ 7"n >y 7 3jKU V- 

m IX X -b/^^^^T-^S 
*\ ^I^IWKRN 5 5 0 0, ^V-/kfeJ:tX# 
y 7° f- r y y %t t«ix ^> tti^fr^ t>%h 

^m&immm^u ^~^-tJi^A,x-^i^ 

[|f*i«6 ] 7'n .y ( I ) 

[11*117 ] 7a.y 7 3#y ( I ) xmhZ 

tl, ( I ) ^iOLi i«-NH-?ft»), n#50 

[00 0 1 ] 
[0 0 0 2] 

tt^y v-t^ y h fctt*tt^u y b £W 

f5 7"n >y ? atf y v-£ffli \ i$7j<tt*° 'J fe 

[00 03] *3&H#&S><9-a5i>, S*ttiKU V— fe^ 

SS/Ktt *° y V-^r 77 y h LT *° 'J - a - T 5 7 BB* 
77 y h ^^rf 5 7'n -y 7 'J afcfctt£!Hj<0 

fis *° y s ^jiwz^m^M^mmmALtzwm 

0 7 5 6 5^&Mttzimmmm5 , 4 4 9, 5 1 3 



[0004] Lfrv%wt>. Mz-ti* m^zntxm 
timimt&TYVT-rjisytim**). ph^ijj 

^f(.:>v/j o ■ J\ fit L 4- 1 **Hif 

-f-^nrigtt^o, BB^t-ri>A^$^^^yv 

[0005] 

[^*%mLJ;-5fri>lim] U^T, 
BWJi. _hie#^¥6 - 1 0 7 5 6 5^$giJj:^^ 

^a Lot m&&mittrc% < . § 1 

[0006] 

[HS£JB*f *fcfc<?>¥K] *»0M^{±. 

y s -fe^JFMtt^n -y ^ a sK y v-i 

**i6<o«&«fct? y v- ^ffl^-c, witr±iE«T h y r 
v>f y>f x TMMzMzmmxhh, krnsso 

0 (6- [4-r^^-4- [ (2E, 4E) -fh 

5f*yxy^^"'jy^]riy-L-/y^n-^ 
-L-vyyvn-tr^/y;!/] rsy-9H-7°y 
y. -tifcfe. xtr^wyy (spica^cin) oliffiK 
11^*1-1. ^#£^w^*t^yv 

Sfc-T-St . ^*J;<0fii<7)^ll#*^yv-S-b;k&J| 
ffiT#l»it&l.V^t/S 0 ^ftii 117" 

n ■/ ^ y -?-coftft(4, mtl^^ y 5 -b^tfw\ 

coff A*K<w y v- 5 -tji-fj xmm i o %> z. 1 1 

S^ffiUit. k i; .\ 5 5 0 i. \ -' -yri 

i,zx y himsMmx < sk u v- 5 ^uzmx-th z. t 

<7)"C%tel(m&&. (KRN5 50 OgyKHttTli^M 

izmm Ltzm^x%±mcox ? ^ 

[0007] L»oT, WyltifLif, 7j<«^tt^ 

mtmmx 0 7* yht y v-^^"^ 
y h s 7' "n y 7 y v-to^ y st/wn 
rt±t Lt^pfets a^#%iK y s ^/hm»« 
ft ot, ( a ) 7K&iwe^rsi§s*T'\ H/x 
ttiK y v— i: ^ y h t LXtf y ^ yxf y y-t 77 

> I- m-tl 7"p •:/ 7 y v- > *ltiStt^ftir^^ 

1 . ( b ) mhm&mmmzit ixmmm- 
&ztt,zkt)mm^tfv~?-$*)i'*xML. -tvx 



(4) 



WM^ 11-335267 



w&n^wmt ztzmkb-ri $mmx o ■? <?> o % , ties ( i ) twz (in 

- t M'fll r 1 ' , * t ,* [0009] 

[0008] iMeMMStfiv y\-b lt^u [-ft 3 ] 



Ri<0CH 2 CH 2 ^r Li ~ ((C0CHNH) x .(C0CHNH)y4R 2 

CHaCOOR CH 2 C00CH 3 fj> 



(I) 



E 3 fOCH 2 CH 2 V L 2 - ( (NHCHC0) x - (NHCHCO)y^- R 4 

CH 2 C00R CH 2 COOCH 2 <^J> 



[0010] [±ie#^*Ri&^r 3 si. znm* 
mm=F±M±imT)Wvm*3kL^ r 2 j±*ssirF s 

\±T*)-)Vi]>VX~)Vm?tmL. R 4 ii*I§*. fifrfnt, 

L < fi«^ C ! -3 o IHfl&lfe** £ £fi7 ij 

-«7/^/^^«£HL Ljil -NH-, - 
o-fciv'-oco-z-NH- zjiCj— 4 

HU L 2 t4, -OCO-Z-CO-feiV'-NHCO 

-z-co- ziic 1 - 4 7/M^yST*& 
S) e>Si#S£££U Rfi, *f^*£l4Sfrfni>L< 
ii^ia^Ci-soIlffiffiS^^t, n(44-2 500 

*l^£fW2-3 0 0fc&SS8BrC*>9. ^Uxfc 
«y 9 £ffMLT»f & £ t h ] TliSfUi 7'n 

■y 9 r? *° y v-(4 , mzmmmumzimm^ s r 

i: LTi, ft^l 0 m&tt 
Uv-S-b;U?D»*>fc5r4*», sgi^ftttT. KR 
N5 5 0 0, ^JfV-;^J;Wy7hfy^tW: 

«ft«Wit^S. LWot, ^ J: d =5r$M 
[00 11] 

[^Hj!^M#:w*s«] *mxomsumzm*h - 1 



$£$*Ufc<z>T2:v^±l23S ( 1 ) ttdi ( 1 1 ) Tit 
§ til 7 o y ? 3iK U -?-im> k. L , JJEftHPP 6 - 
1 0 7 5 6 5^ffitlEf;£fil> i>W*S\ ^U^dfxx 

y-fe^^t y h t # U 7°n t° U- y * 3f >"fe y h 
£>&S*ffl#ff3§5, 6 9 8, 5 2 9#BH*ffl*HIBttS 

± 0 £ & 7'n «/9 atf U 

ybj ttttmm r ^'Jj ^l§(4. *^BJ^S6^ n v 
[00 12] ^J;3^7'n.y^3^iJv-&fflUT, *r 

ixfo/f) . TJVijxxA Y (in. t'y^'jxfy, 
t>77Xfy, n/i-h^y^) s ^rf-H (R Ay 

TKttft^^ft^coffl^t J: T RSSSixS i « 
t*»L***^, IMffimWUzZtitt. ITT* 5 

S 4 i t . =Sr Wlzfr X 0 § WJ 5 -fe;K± 

LdSTOtA^^fc (M-t(i\ L. W. Seymo 
ur£>. J. Biomed. Mater. Res., 2_ 
1_( 1 98 7) , 1341-1358. D. C. Lit 
zinger^ Biochim. Biophys. A 
eta. 1 1 9 0 , 99-107 (1994) #Bg) s 

^mmm:-mm.mmm}L^mmL o t mux. g. 

S. Kwon^ J. Contr. Re 1 ., 29 (1 

994) 1 7 - 2 3#b§) "Titt^s; t mmm 
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-K V-fhV-^yC. KRN5 5 0 0. ^y-;P 
(taxol) . ^>'7°hT>'y (camptothecin : 4 — X^- 
/l-4-tFnJfy-lH-t57 [3' ,4' : 6, 

7] -o-K'jyy [i, 2-b]^yyy-3, 14 
[4H, 1 2H] ] it*y) m. H£t/.ltit>co7kmM 

btfX"%%:frr>tz, KRN5 5 0 0. ^4fV— ;K 

[0013] ^mizYvomfmtiz, iftM^yv 

-S*;l^#tSftM&Sfflfi£!fo£fc££U as. 

^u-7-s-fe;p**^rts*tt*s* (mix. mm 

mmMmzx*), ^zx^xmnwrnrnmiz 
mztix^imm. mmmm^xmmtz z t 

[0014] *^B^|!]1^&T\ ffiffl 1 3 S*fi*ltt 

ffli&gL M£f4*. yX^/WV^TSK (DMF) . y 
y^;kX/l^^ (DMSO) . 7-feb-HJ/k r 
f7hFn77y (THF) £*l 

50 m2smm%~\ tx^^ottK * 

if 5 mm/%M.%ttT<7) t ^ # if t L < , £ A> tHKW 
fc*iiWiTi.^v^<03&«J: Off* Liy r OTW:* 

±tzimM7V~vizmnmmzmz-T\^j;\^tt: 

SBfrTS. L1zffr>X. tmitmz7k$:miX\^j:^i 
mmk !4. ffi^W5:^*i§*SE^Tft S - 1 fcrRBSSiiS 

[ 0 0 1 5 ] j&» «fc 3 ^itffi^T-«±ia7"n >y y v 

*\ fel>U4. M^y'n^y^Uv-iM^laM 

l«fl»ltWIt J: Off 3 i fcs&^CS 4 . 
M^iil^t 7"n 7 3*°y 7-coM^r#m* 

txmmio6t\ as. 7"n.yy=j^yv-tM-ri> 

a@f*0)fl3tt±, fi*S¥T\ 1 -3 0 0 %. i L < (4 
5-5 0%. #«fS L<(45-3 0%T&4. S£?S 



arc* h^t h fj\ as. 7"n -y y 3 # u v- t 

OW^ 0. 0 1-4 0 (MM/mM) %. iftL<\± 

0. 05-25 (mm/mm) %mzmb<ao. 1 

-1 0 ?M^PIi4. ig£?gj&* 

M&SfiST'^TkJ;^. as. -5°C-6 0°C. 
lfiL<{iSfflfti£ ( 1 5-2 5"C) tfc^T. M^iSt 

[ 0 0 1b] I 0 L TJlslfi L y^&« . &i >t\ » 
M^^UKtMLTStf-t-S, 3WM(4. MJ^l 

1. U : '/a v 9 -\x y) <m.Xb LhO) 

xhtiti. m^zumi^^mizx^rmzm 

i\ LfrLKffb. MS. (lfflJM7"07^*"y7 

fc H««iftJKT'C. ^=Sr < h 5 eraff 3 ; fc 4 L 

[0017] _hiajSWf^i^'^^U^-S-b^&# 

J1J4. as. «^ffi#^tSffl§^iT^I»rn-7" 
^y-y--^- (sonicator) fctefflLTfi^^ff 
a^Tfcfi. HRt, ±iE4rtKBE**J&T (»4°C) ? 

Z^mx-fotitt . SnM^rSfflKT* -5 T & 

$ . as. 5 mvmm&ft 1 ^ m*ji. # & 1 

< {4 8 0 0 n mlUT. J) & ^(4 S -t;H§I-C^ Lfe^lB 

cohcotffi&L%<%&^z+ft%mmrm&» mi 

14. 7°n-7'^Vny-^-£7)fB¥W^6mm7 0 n-7 
Ili^fMClOO (Sonics & Mat 
eria Is Inc., Connecticut, U 

sa) £ffli^i§^. im&wmmtmrmmm 

49)VX\ mi 0f^-l 2^. fftL<(41-180 
[00 18] ;a LT#^^il>^#**°Uv-S-b;k 

(4. mrxmk* ^m^fih^m^hh^^ivc o 

itt-t. % s ^jwmMzftMitzmxi^mwzif 
teti* zK^^-mLtz^mx^tiz^Mi, m 
wm\iz3&&bhiz#>. as^fi#*frTTi4. mm 

[0019] VJiCDX 0 *%Bf5^ailM*a(4. 
. #IH¥6 - 1 0 7 5 6 9^^tlBK§^ll> 
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[0020] ±ia^#*#y v-$*/i^ffMt&« 

£m£.m-t&7v>y?3XVv-te. ±IS ( I ) 

(in Tmztih. ztit><7>& ( i ) tan (in 

§ tl h 7" n >y 7 3 *° U V - £ ffl V \ ±f MTbT^ 
U V-^tffllMTl#l> <I 0TQ% h *° U V- S -fe/Pffl 

t£) i>W)^*>£>%£*\ iV^WKRN5 5 0 

o. ^7-/143 i^yrbx^y^^Vt-e^i^fT) 

[0 0 2 1 ] 5$ ( I ) tiXU (II) "C&Ztl&fuv 

-€C0CHNH) x • CC0CHNH)r 
I I 
CH 2 C00R CH z C00CH ; 



3 & 0 flUfcf . KRN 5 5 0 0<7) j; 3 CHI 

t^yh tfflStl> * y v-St, MHH^t 

-b ^ y b tffl^-r s * y ^{gtt-r & ^ 1 1 x 
y. ^ft^Atttt ^t^rait^Uft 

14) ^Vv-*-bJU<7>mZffl®Lomifmi. 
[0022] U:^T, S ( I ) HiXf ( I I ) tfc 

[0023] 



® 



(NHCHCO)x-CNHCHCO))r- 
CH 2 C00R CH 2 C00CH 2 ( 



[ 0 0 2 4 ] UIZ , x t fcii y <0V vfftji^fcSifcfiEfe L 

h mm 0 iE»T* 4 £ i: S £ . 
[ 0 0 2 5 ] ±iE5S#«. Rfi_B£L£fc&y. #'J7 

- s ^Mzmxtmmm tx , **js^i/sttttft 

i L < (i^ffifttf) C i - 8 o Mfr£*-t'$> £ CI i: 

s. $mcoc^ 3a mmmmb ixit, mm^K^ 

xf-;K TntVk >fyrnt;K n-7>/k t -7" 

(±, nzmmtf 3 o [ h u r 3 ( 1 1 < « s y 

yyl-) ] ^T-wiSiItL<(^Sco^*^Lftgir;l/^ 
«%^L^«7/l-37«»Mfc LTfi. 
RBSSftSitfTCfc^A 1 , t7"^7k r#x/k 
;k $UXf7k -fef7k 1 4-^f-;l^^lhr*- 
;k l6-^f;W^f*-/k N'3y;K fb7^ 

T"^l> 0 ±IE^J:5^KRN5 500i:|i^^Tffl 

^&ftc9MS$jSfc LTiiMSJS^^2JiUiT 
fey, Kr-fc/P (C 12 ) , (C 14 ) , V- 

vy^ (c 16 ) . tfWA- (C 18 ) , #?Fx;k 

(c, 0 ) . i^4>omissgi 

ffiK^H;t^at-i» 0 a^, ry-;k-ffiar;^^ 
^s^*tv^, ry-;HS«r;^;kt ur(±, 7i 



;t/) ^W^ill>o 

[ 0 0 2 6 ] Rj fci^'Rs (±, **JS^afc(±ffi»7 
[ 0 0 2 7 ] R 2 i±7K»M^^^(4±IBC 1 -3oSiaSK 

*t*f jet i> r ^ /« . * h \ m± r y -jvt )v#-)V& 

;i/) , fb7f*y^;i' (syxf-^) , ^-9-7-^7 
-f;K^7PS^y;k) . ^^r*/>f;K 9, 12- 

k-;i ) m^mfh z t ffx-z h . 

[ 0 0 2 8 ] L t £i;y'L 2 (±, HRWt, ^ ( I ) & 

it/ (II) <7)7'n>y?3*°yv-<7)Mjg^i£fcJ:o 

T. gifcS&bO 3SaiSST"fel»„ ^ ( I ) WLj ^' 
-NH-, -0-4fc(i-OCO-Z-NH-"C$>S#' 

~*y- y tv^'fi^t i y ffM Lt&. o> -*jgc?>* 
Ba£*rsysifc(i-oco-z-NH 2 a (zt±, 

;l/TX^7t-r- b <7) N - ;l/*> iS*7Mi3 & ffl v ~Wt 

itmrnrnm^m mm. ncasj) tio. a-rs 

t3&«r^6. isi^Lj tf-o-wj^-ii, *yt 
^ iyy-t^yb^T-tv- y b'y ym&mz 
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[0 0 2 9] 55 ( I I ) •CSStLS^n-y^asKU 

[0 0 3 0] ifc, ±IB«x4fc(iy*ftLfc, W*. 
if, 55 ( I ) (ctittft, 
[00 3 1 ] 

(COCHNH)x • (COCHNH)y 



CH z COOR CH 2 CG0CH z < 




[ 0 0 3 2 ] §fl#fc55 ( I I ) <m^hWt\t. xi> 

[0033] yyy^mz'mii-i^&im, *?y 
-^-^y^r^A^f- b^-£fMLr>f£, ^y 

£ ffiCO 7 b 7-)V$&t &C\bliZ£-r>Z HffiT 
ffl it" h C i -3 o 7 )V 3 -A/ChUtf U - 0 - Ky 
£«yi-f & <r 1 1 i 0 , fr 3 ; t £ . t 

uzwmx'N c AS&Mfi-f-s - 1 \z x y , setts - 

[0034]-*, 7"n -y 9 ^iSKLfctltttttS 

y b £ffML£fJL ^UT-y^i^i±xi5^ 
CO*?* y b ZBtfL-tl Z b \z X 0 , B ft t -T S 7'n y 

yv-^(tl>n, xtJitfyfi, *l»B»£3ifi5c 
U o S 7"n y ? 3 y fc W^ff , V > 

-fhcommz-fc h z\ 1 1 § . l jep l , as, 

n(44-2 5 0 0^SicT*y, i Dffi L<J45 0- 
1 5 0 0»itCfc3. xfeiWyH, WftL^ 

3tT# 0 T" J) 5 ^ fc a*T § 5 # , * x # 0 Tfc 5 £ 



0, £fb&* 2-3 0 0, jf 4 L <{i5-5 0c7)BitT'$> 

bixitiw. man. 1 : 7-7 : i«g[*k5i 

[003 5] lil^J;^^, 55 ( I ) tiitP ( I I ) CO 

7v>y?zixy-?-cooh. mmcom^m^M, 55 
( 1 ) coi><?)fim££<mmn , ^ia^7'n 

•y^nsKU V-fcKRN5 500, ^^V-^tiiV* 
y 7° b -r >- y =3: ^OT: ^ii <i> ^7Kitft!S«A i 5r l> M X 

s. a*:, s5 ( i ) coR^m^ummmmmT 

fc^Z. xfclV'y cOS^' 0 JSLttfXEJ&T $> S £0 , 
* Vfc x *i 0 T"* S i, ^ b , ±tS^ fc ^Ifi^^bit 

tzmmmrm y s -fe^^^T^s *mwi 

OfftU^ ^fc, ±IE7j<l8tt^»#;«, KRN5 5 0 

o, 9*v-fr&&tfi]yy\-"ryyb xmmkt s * 

[0036] ^3 LT^ffiS^SaS^^W^U V-S-lr 
/P* ffl^tt, sKU V- 5 -fe/I^ 1 1 ju mfiLh 
^^^TfSiO^i-f, 0nm-8 
0 0nm» y , aitfl^t 

<7)S*/Wi, mifzkoiz, |«MWM 

[ 0 0 3 7 ] ^J; 3 ^^ft-ir*S -{r^*^T*Sfflfi£ 

%h%\z^ mzm\z°fo& a imnis&mm* mum 
m\btim y Mm, m^ixmrn^b^ix a 

^:J;y, JSiJi^Sffl^^fife^b^^Jnx. 
3Z^!l7iVz}-}V±tz\$Tu\ZVy?V a-lV^Z 

y, aaasEfjom, Mi.«f, xb^y/MMvxfry/i- 

n -/P , sjf 'J >-x^ k y y ;p h" b - )l>m Sr ffi-^ 
[0038] 

[0039] Ml : 7*n«y?3iJ?yv-<7)t[2& 

[0040] 

[^6] 
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CH 3 C0CH 2 CH 2 V NH-f<COCHNH) x • (COCHNH) y 4-H 

1 1 J 

CH 2 C00R CH 2 C00CH 2 ( 



(R-H,. Ci 6H33) 

[0041] 10756 5^mcommm 1 

i7t(±M. Yokoyaia^ Bioconjuga 
te Ch em., 3 (1 9 92) 29 5-3 0 HUE 

m^mzm^xmrnt, *u- 

jWW 1 - H -fe^yh (filT, PBLAffci^ 
3) «7x-;l7aFy^y dt^x-^y) -fe^ 

W'H-NM RilKi(^ j; 0 s PBLASgiSitfPEGjfi 
£\ ZtlftlM 3 , 500j3±V»12, 0 0 
OTfcST'nv^aiKU"?- (J£IT\ PEG— PB LA 

[0042] ( 1 ) ^#JII##jS? 
_hlEP EG-PBLA ( 1. 0 0 g ) S:^nn*U 1 
0ml te&jffLfc. J-lVHW-l- 
?X3)*S-)V (£*Jtl : 2 : 2) «M$+NaOH 
( 0 . 4 3N) 1. 5m\*Mz_fr« 15^ 0 

°cxm t < Jiff l , <k\ jjs8»fc*B» 200^ 

loomi mmm^tztt, &ms 

&r&u mwa< 1 om 1 mmitz. z a i/cfi&fi 
fc«ata«as*i8J8E < 1 2 n > 0 . 6 m 1 zm*.* & 

WCX^h^T- (Spectrapor) 3j®&fK (^4 
^7b*7=3, 500) 0. 1NHC1tK}§ 

mm ix 3 Hrffifi , § 4, izm^Mzn ix-vsm t 

0 . 5 5 g <aS#flD*#jJ¥$ =h.fc:/n -/ ? aft 'J -?~ 
[±IBR = H, J^T, PEG-P (Asp, BLA) t 

[0043] ( 2 ) tf;mw-/H:j;&xxf;^ 



it 

75X3tftPEG-PBLA (2. OOg) . -fef-^ 

T)V^~)V ( l . o 6 g ) a itfp - hii-xyx/^y 

( 2 0 0 m g ) &t Wl/XV 4 0 

ral^it i«S£fitffL&^. 2 4 8^ 8 
OTrClnfl*Lfc. KfbIJyxf;l/X-f/l/4 0 0ml 

L . &l ^-«J±TT"f£S Ltz . •! 5LX, PEG-PB 

LK^yiSivm^MM^z^jvmxsm § tin 7"o 

■y^3;-KU?- [xf2R = C 16 H 33 , JilT. PEG-P 
(C 16 , BLA)Hl^] 1. 7 7gtm$>tUtZ. 
[0044] PEG-P (Asp, BLA) fci; 

t/PEG-P (C 16 , BLA) tZfctf&BLAlitiL^ 
*JUi . £ Wo >y 7 atf U v-eo B L A|i{ifiD^ 

3-;^©3t«Sr 2 5 7. 5 n m fcrCiffljg t . *MSP 
EG-PBLA^^W -lls^m b #f Jfrf h 

lbi,z£*)m%rfz>z\ttfX'Z&, 

[004 5]^*:_hlB(l) iz£*)W>tlt:. PEG 
-P (Asp, BLA) <7&t ( I ) cOxfcJtV'y^HJr 
ffli. 5*5 it* 7. 4T*ru LT_hlB 

(2) fciOf^flfc, PEG-P (Cie, BLA) ^ 
HxfcJ;tfy0)8BMfHi, Wi-PfU. lisJ:tfl2. 

sxh^n. 

[0046] M2 : ^'JV-S^^KRN5 50 
0O£fA (jiff) 
K R N 5 5 0 0 : 

[0047] 

[ ft 7 ] 
H 0 




[0 0 4 8] jfffili, G. S. Kwon^ Phar 
m. Res., 12 (1995) 192-19 5fc£8 

»»«^ff^, km, ^banxh 

l> 0 #7"n-/^3^yv-&, N, N->?Xf7l^/kk 



TSK (DMF) i^iiy^f/^^^yF ( DM S 

O) K§j»L«§S^. 3i|(^ii^W^fiaK 
RN 5 5 0 0 £J&»LfcjgjSi:£-£U;. ^iiSST" 
1 04HSftfFLTfr-3fc. ifcfc. ^n-xStfM (# 



( 9) 



WM^ 11-335267 



"f-M^y ht? = 1 2, 0 0 0-14, 000) ^1 

[0 0 4 9] ( 1 ) ffifflt^7'P>y^n^Uv-tt. ± 
IBPEG-PBLA. PEG-P (Asp, BLA)fc 
iV'PEG-P (C 16 , BLA) T-fe-o/i. — £;fl 
t«7"n >y ? 3*° 'J KRN 5 5 0 0 Offiffl 

g 1 



sj-mto o % t i 3 [zmm i fz . mtn 

[0050] 



mm 

No. 




(ag) 


KRN5500 

(me) 


m 


KM 


1 


PEG-PBLA 


5.0 


1.5 


DMF 


■&m 


2 


PEG-PBLA 


5.0 


1.5 


DMSO 


■tt.m 


3 


PEG-P(Asp, BLA) 


5.0 


1.5 


DMF 


itm. 


4 


PEG-P(Asp, BLA) 


5.0 


1.5 


DMSO 




5 


PEG-P(C 16 , BLA) 


5.0 


1.5 


DMF 


itm 


6 


PEG-P(C 16 . BLA) 


5.0 


1.5 


DMSO 


m 



[ o o 5 1 ] n i jrms o . 6 ff>mMim/^)irf 

(tiziiMA) tiO, krn5 5 0 0»7R 

[0 0 5 2] (2)7'D7?^ij7-CSt4KRN 
5 50 0<9teffl#J££lOSM%i:U 210^7^ 
S 2 



(dispersion index) &iiSL 

[0053] 
[*2] 



No. 




im 


C*D 


(m) 


(Ms/C 2 ) 


1 


PEG-PBLA 


DMF 


31.2 


446 


0.27 


2 


PEG-PBLA 


DMSO 


53.4 


552 


0. 30 


3 


PEG-PCC,,, BLA) 


DMF 


5.2 


13S 


0. 23 


4 


PEG-P(C 16 , BLA) 


DMSO 




362 


0.32 



[0054] i 5 -mm i @j !! 'Jl *i ii 
a^t. si KtistiEas^^^^&^^o 

[0 0 5 5] (3) /O'y^^^'JV-tMtSKRN 
5 50 0^ffiffllil£^ 5, 10t5iV30MM%k 
U PEG-P (C 16 , BLA) ^fflV^T^O^AM 

[00 56] 
[fS3] 



i 3 



No. 


ON5500 




{%) 


(nm) 


mm.™ 

(y 2 /G' 5 ) 


1 


5 


DMF 


66.8 


207 


0. 22 


2 


5 


DMSO 


45.1 


267 


0. 28 


3 2) 


10 


DMF 


5.2 


136 


0. 23 


4" 


10 


DMSO 


38.7 


362 


0. 32 


5 


30 


DMF 


0.7 


115 


0. 22 


6 


30 


DMSO 


9.5 


329 


0. 29 



[0057] i ) 5' f r,m w i m 

M3 : tttffctmZ (Mil) 

mrwmfcx >ommi?zKRN 550 o^a^u v-s 

mffl5 0m 1 m3cr>n$iNo. 4bMW^k 
ttTWU Txi—-f^V— f r—9— (probetype son 



(10) 



WM^ 11-335267 



icator) tf'MC 1 0 0 ( S o n i c s & Mat 
erials Inc., Connecticut, U 

s a ) mmm 6 mmTv-yzmuzmwzm^. 
4 XX- 1 mmuwimts x v i mmmmj ? >vx- 
*&aL?t. 6 oMifitijii^^tii^i 

%E@^' 1 0 Wiflilti 0 . £ L < l&T-fl ■! 
KRN5 500ii^<^S|-ri)^fc^<. »tJ;^T 
[00 58]; ^Mi^S^M y -y 

h (Marquadt) «tX b^AffiTtfflf Lfclt££, H 

2 ( a ) tj ( b ) tttft. mum my 

8 1nratl)l l-«e-?ji3 9 0nmtM. 
( l//mIil±«S^{i^<«^§n^-»^ 0 )^<7) 
t-^<0^^^S^(ifiS*J2 0 0-800 nrnCgl 
§_4. 



2(7) (b) C7)jyfcfrB#fti (weight-fractioneddistri 
bution) ipt>frt>tl& XoiZ^ 1 0 0 nm^iliSlIM 

[0059] M4 :^jfcLTKRN5 5 0 0tfU# 
yyVfi/y (Camptothecin) SrfflV^^^KUv 

±IE$I 2 *j J: V" 3 b nm^yy'n >y 7 a# y v-£fflv \ 
:WJ7-(5. 0mg)CTtSI»ffifflMl 
0SM%(0. 5mg) fcUiifcl^k ±IBM2fcj; 
tfSfcR'JSgW:. &is. M3t^3S^WI(±. M 

[0060] 
[*4] 



lis* 

No. 




m 


Cre) 






1 


PEG-P(C I6 , BLA) 


DBF 


52 






2 


PEG P(C16, BLA) 


DHSO 


157 


2399 


012 


3 


PEG-PBLA 


DNF 


18.5 






4 


PEG-PBLA 


DHSO 


164 


4153 


386 



[oo6i]^, m^mmm stmn^K mnm 

[00 62] gfiSHC J: 0 . S-b 



[miimimi3izmi*^7yb tzmm&m 
[ h 2 ] h 2 imw&mmik ( m 3 ) <Dfm3M7>ii t 

'•''77(b) 




10 20 30 ' 



(11) 
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(72) mm ®ih m (72) wm *m -i 

Vffi 9 



